Endoplasmic reticulumassociated degradation (ERAD) is a quality control system that recognises and disposes of misfolded or unassembled polypeptides in the ER. Disposal involves the retrotranslocation of aberrant proteins across the ER membrane to the cytosol, where they are ubiquitinated prior to degradation by the proteasome. The quality control system known as ERAD removes misfolded proteins from the ER to the cytosol for degradation. The AAA ATPase Cdc48p and ubiquitin ligases play crucial roles; their relationship has been unclear, but recent work has shown that the membrane protein Ubx2p links their functions in yeast.
Pomerening et al. [7] are able to experimentally observe the oscillatory trajectory described above by measuring cyclin levels and Cdk activity in oocyte extracts with fine temporal resolution. They confirm that the mitotic oscillator follows a wide trajectory, with more than a 6-fold difference in cyclin levels between Cdk activation and inactivation. While further molecular details will surely emerge, it is nonetheless evident that Ubx2p plays an important role in the Cdc48p-mediated delivery of ubiquitinated substrates from the retrotranslocation channel to the proteasome for degradation.
